INTRODUCTION
The pathogenesis of pyoderma gangrenosum (PG) is still poorly understood, but, is thought to be a multifactorial combination of inflammatory mediators, neutrophilic dysfunction, and genetic predisposition [1] . PG is often associated with systemic diseases, including inflammatory bowel disease (IBD). So far, systemic corticosteroids are regarded as first-line therapy. Besides this, tumor necrosis factor (TNF)α inhibitors are proposed as effective therapies [1] .
CASE REPORT
A 61-year-old Japanese male was diagnosed with PG associated ulcerative colitis (UC) with vesicointestinal fistula three months before visiting our outpatient clinic. Neither of the symptoms showed any response to the following treatments: 4,000 mg/day of oral and 1 g/day of suppository of mesalazine, five times leukocytapheresis (LCAP) but not granulocyte and monocyte adsorption apheresis (GMA) , and intravenous administration of 40 mg of prednisolone . Thus, he was moved to gastroenterology department of Tokai University Hospital to treat with other options. We noticed multiple, large, progressive, and painful skin ulcers with yellow ish necrosis on his legs ( Figure 1 ). Laboratory test findings were as follows: white blood cell count, 6,000/μL; C-reactive protein, 4.44 mg/dL; albumin, 1.9 g/dL; creatinine, 1.01 mg/dL; blood urea nitrogen, 24 mg/dL; aspartate aminotransferase, 79 U/L; alanine aminotransferase, 473 U/L; γ-glutamyl transpeptidase, 262 U/L; alkaline phosphatase, 1272 U/L; erythrocyturia, albuminuria, and pneumaturia. Histopathological examination showed spongiosis and abscess of the epidermis, marked lymphocytic and neutrophilic infiltration with focal abscess formation, and perivascular fibrin deposition of the dermis (Figure 2 ). These findings were consistent with PG. After intravenous administrations of 5 mg of infliximab at week 0 and 2, skin ulcers as well as digestive symptoms rapidly responded. The skin symptoms healed with scar formation at week 3 ( Figure 3) . As a result, systemic prednisolone was gradually reduced. Infliximab infusions are continued as maintenance therapy.
DISCUSSION
In addition to a number of case reports of PG responding to infliximab [1, 2] , a rapid efficacy of 5 mg/kg of infliximab for PG with or without IBD was supported by a randomized, double-blind, placebo-control study in 2006 [3] . 30 patients were enrolled in this study. 6 of 13 (46%) and 1 of 17 (6%) patients received infliximab and placebo had improved at week 2, respectively. At week 2, the 23 non-responders were offered open labelled infliximab. Namely, 29 patients received infliximab. As a result , 20 of 29 patients (69%), including 3 of 7 patients who received two doses of infliximab at week 0 and 2, had improved by week 4. At week 6, 6 patients (21%) were in complete Tomotaka Mabuchi & Hanako Yamaoka remission, but, 9 patients (31%) were non-responders. Another small clinical trial of infliximab for PG with IBD was completed in 2010 in USA, but the results are not yet published. Abundant expression of TNFα in stromal neutrophils and macrophages, and migrating keratinocytes in PG skin was reported [4] , but, exact role of TNFα in the pathogenesis of PG is still unclear. It is likely to play as one of the key pro-inflammatory cytokines. IL-8, whose secretion is also induced by TNFα, represents a potent chemoattractant for neutrophils.
In conclusion, if a patient with PG has current IBD, infliximab should be considered as one of the effective therapeutic options.
Figure1.
Multiple, large, progressive, and painful skin ulcers with yellowish necrosis on his legs were noticed.
